Supplementary information
next 2 days (training phase) mice were allowed to freely explore the maze in 3 (day 2) and 2 (day 3) 13 2-min trials. To assess learning capabilities we measured the latency to find the target hole and the 14 number of errors before identifying the target hole (primary errors). If the mice did not find the 15 target hole, they were again carefully guided to the target hole under the glass beaker. The latency to 16 approach the first hole was used to identify any influence of anxiety-like behaviour. Four different 17 visual cues were mounted on each wall of the testing room to facilitate learning. Fortyeight h after 18 the last training trial the hidden escape box was removed and short-term memory was estimated by 19 the time spent in the target quadrant (tracked with VideoMot 2 software). Seven days after the first 20 probe trial, a second probe trial was performed to evaluate long-term memory. 21
Cage behaviour. For this test, mice were put individually into a polycarbonate cage of size IV 22 measuring 59.0 x 38.0 x 20.0 cm (length x width x height) and video recorded for 10min. The cage 23 contained 5 items: a running wheel (Dehner, Graz, Austria), a wooden tunnel (Dehner) 5 , a hay tunnel 24 (Dehner) and two transparent red plastic mouse houses (Ehret, Tulln, Austria). The time each object 25 was used by the mice was quantified. 26 CORT ELISA. Circulating CORT levels were determined with an enzyme immunoassay kit (Assay 1 Designs, Ann Arbor, Michigan, USA). For this, mice were euthanized with an overdose of 2 pentobarbital (150 mg/kg IP) and blood samples were collected by cardiac puncture with syringes 3 containing sodium citrate (3.8 %; w/v) as an anticoagulant. Following centrifugation for 10 min at 4 4 °C and 7000 rpm, blood plasma was stored at -20 °C until assay. The assay was performed according 5 to the manufacturer's instructions. According to the manufacturer's specifications, the sensitivity of 6 the assay is 27 pg/ml, and the intra-and inter-assay coefficient of variation amounts to 7.7 and 9.7 %, 7 respectively. 8 Mouse brain microdissection. For peptide, protein and mRNA measurements brains were 9 microdissected as previously described Immediately adjacent to these semi thin sections, serial thin sections were made at 55 nm thickness, 5 of which one pair was used for further analysis. These thin sections were examined with a Tecnai G2 6 20 electron microscope (FEI, Eindhoven, Netherlands) operating at 120 kV with a US 1000 digital 7 camera (Gatan, Pleasanton, USA). For analysis, a minimum of 20 image pairs were made from two 8 adjacent sections in each animal, using several software packages as previously described 9 . Serial EM 9 software (version 3.3.1) was used to obtain and merge 4 adjacent camera images at 5000x 10 magnification. FEI Serial Section Software (FEI, Eindhoven Netherlands) was used to store the 11 location of each point on the first image of each pair and to retrieve its location on the second image, 12 where another montage was obtained using Serial EM. The numerical densities of synapses and DCV 13
were assessed using a dissector of 5.5 x 5.5 µm size. Furthermore, on 10 synapses/animal, the 14 following synaptic features were determined on single sections: mean length of the presynaptic 15 membrane cross section and of the postsynaptic density in cross section, average width of the 16 synaptic cleft as well as the average number of docked vesicles (vesicles with a maximum distance 17 from the presynaptic membrane of one vesicle diameter) and undocked vesicles (those with a 18 maximum distance of one vesicle diameter from docked or other undocked vesicles at the same 19 synapse) within the thin section. The ObjectJ platform of ImageJ was used to measure these 20 parameters. All measurements and counts were made on coded samples by an experimenter blind to 21 the treatment groups. 
